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Applicalion/Contiol Number: 08/481,809 
Art Unit: 1642 

EXAMINER'S AMENDMENT 

To ~~ — ^ *» — » MUS1 ' * """^ °° ^ 
payment of the issue fee. . ... 

xxx on xxx. 

The application has been amended as follows: 



]ti the specification: 

.u pellet and ™" gmie ni"'" wfTfe pooled. To 
-n.- ^.ctien step wa g repealed on the bark pellet and t ft 

™ents the -^t— ' w- toahjl^rt resolved in 40 mM 

rpmnve Tionsr p™™ compoTients, the supema «ui y 

■ im ,,„ f..,l f mr-r) t" 1 rhromatographed thrown 

, _ Tv »e hemolytic fraction w m lyotthilized 
™H«»lv«d al a ettneentartion _of__20P_^I»l- 
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^^^^^ 

* — ™ containing ne s-^ns o W ™ <* 

.^..^Un^^ 

, ,, it -i 1 j, ,1, finrrl nr *h- active reverse phase HPL,<^ 

Jjj ^ UojJI fnji^ L TPA in aceloTiitnle. QS-21 is delinea a * 

fraction 21 from Q. Saponaria bark extract. 



In the claims: 

Claims 139 and 145 were canceled. 



Claim 138. 



A composition which comprises: 

a) a conjugate of (i) ajgn& lioside derivative [an 



oligosaccharide portion of a gangliosidc comprising 



an 



altered ccTamidc moiety including an 



altered sphingosine base], whereinjh,^^ 



>lioside cleaved with 



ozone. 



gmH wherein r™ "'^yde group is 



introdjiced^U^ 
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sawmaria Molina tree); and 

c) a pham.ace.itic.lly acceptable <=»w. 

whereta .be ."..out.. unh« conjugated (olig»»«ccbarid. 

p^oao. thenar* . , h ^ MIiabl)lltl O Ug ».d.W200 ll g.««llwb«* Si 

» m o,».oflth. S apomnlii mocvlmta , lbe garusiiosideiKeyhole Limpet 

tf ,eg.».g..o S ide iS GM2.»cGM2:Kc y ho.e Ll n, P atHe m o<. y a nm l,h ■ * _ 

. ., ,«,, ,„ 14001 the relative amounts of such conjog^d ». 
Hemocvanin molar ratio.* from 200.1 to 1400.1, „ hfcc , orim 

^totheg^ide, 
carbon is present in a CI I 2 group] 



Claim 146. 
OS-21 is about 200 fig. 



„ «f T*8 wherein the amount of the Isaponin] 
The composition of 1 wnere,u 
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Claim 148 The composition "of claim 138 which comprises: 

a) a conjugate of (i) vB&sab&SESS^* 

ca ^wb^^ 
„anin^ 

h ^ QS-21 1, a saponin derivable from the bark of a QuiUa^ 

saponoria Molina tree]; and 

c) a pharmaceutical^ acceptable carrier, 

wherein the amount of the conjugated [oligosaccharide ... 

^eenabout! ugandaboutaOO^the, 

• ^^^^^^^^^^^^^ 
G M2 Kevho.e Limpet Hemocvanin] the gan^^^ 

from 200:1 to 1400:1, the re.ative amounts of such conjugate and [such saponin] QS^bemg 
cffecti ve to stimu.ate „ enhance paction in a subject of an aatibody to the ganglioside, 

[wherein in the conjugate the oligosaccharide portoon of the 
gang liosidc derivative is covalcntiy bound to the Keyhole Umpct Hcmocvanin through a 
carbon of the a,tered sphingosine base of the aUered ceramide portion of the gangHosid, 
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derivative and to an e-aminolysyl group 
carbon is present in a CH 2 group and]. 



of Keyhole Limpet Hcmocyanin, wherein the 04 



, ■. Am etbodoistimu^ 
Claim 

^™™<;ierm£ to the subject an effective 
^bodies to a g^gHoside in a s..bj~« which compnses adnun.stem.g J- 

amount of a composition which comprises: 

a) a conjugate of (i) ajyinglio?*^^ l«» 

££j!s ^ s ^and W ^ ' 

He m ocvan, * . — — — ~ *■ ~ ° f,ht SPhinR ° 5 " ' ^ 

M OS-21 1 ■ » Mpm*. derivable from the ha* of » Q-II»J» 

saponaria Molina tree]; and 

c) a pharmacetnically acceptable carrier, 
wherein the aroint of the conjugated [olinosaceharide 

k _ Mn about 1 UR and about 200 ug, the 
portion of .hefcangtaid. derisive is an amount between about 1 „g 

5be g au gl io si de is OM2 the OM 2 :Ke y ho,e Utnpe, Hemocvanin, the gangHo^K^e L,tn*e, 
HentocvaninntolattatioisftontaOO:! ,0 MOO.^e telative antenna of such conjure and 
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antibody to the ganglioside, 

[ W herd« ill the coiOugale the oligosaccharide pprtio« of the 

c^oon of theaUered spningosine base of 1h e altered ceramide portion of t he ganglioside 
derivative and to an R -aminolysyl group of Keyhole Limpet Hcmocyanin, wherein the CM 

thereby stimulate ox enhance production in the 



car 



bon is present in a CH 2 group, and] so as to 
bjsct of Ihe antibody lo the ganglioside. 



c|aiTn 151> A method of treating a human subject having cancer which ... | 

comprises administering to the subject an effective amount of a composition which comprises: , ^ 

a) a conjugate of (i) 3 r™pHoside derivative [an .,.3 
oligosaccharide portion of a ganglioside comprising an altered ceramide moiety including an ^ 
altered sphingosine base], wherein^he^^ f S 

^e.anElioside. and (ii) Keyhole Limpet Hemocyanin[an immunogenic protein-based 
wherein the ^vative is co^j^^B^^y^eJ^ 

Hen^cv^by^t^^ 

of the E - a minolys^ IomoLKryhoie T im pet llemocyanin - 

fr> OS-21 1, a saponin derivable from the bark of a Quillaja 

saponaria Molina tree]; and 

c) a pharmaceutical^ acceptable carrier, 
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wherein the amount of the conjugated [oligosaccharide 
pox-don of thejganglioside derivative is an amount between about 1 u.g and abotit 200 ng, the 

the ganglioside is GM2 the GM2 "Keyhole Limpet Hemocyanin] the ganglioside:Keybole Limpet 
II em ocyanmm O larratioisfrom200:lto 1400:1, theielativcwnbOT 
{such saponin] OS-21 being effective to stimulate or enhance production in a subject of an 
antibody to the ganglioside, 

[wherein in Ihe conjugate Ihe oligosaccharide portion of the 
ganglioside derivative is covalently bound to the Keyhole Limpet Hemocyanin through a C-4 
carbon of the allered sphingosine base of the altered ceramide portion of the ganglioside X 
derivative and to an e.aminolysyl group of Keyhole Limpet Hemocyanin, wherein the C-4 . • 
carbon is present in a CH 2 group, and] so as to thereby stimulate or enhance production in the 
subject of Ihe aulibody lo Ihe ganglioside. 

Claim 1 61 . The method of claim 1 60, wherein the conjugate and the [saponin] Q^2± 
are mixed on the day of administration to the subject. 



